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after SIX (6) MONTHS from the mailing date of this communication. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 
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DETAILED ACTION 

1 . Applicant's amendments in the reply filed on 12/29/2008 is acknowledged and 
entered into the record. 

2. According, Claims 1-25, 27-29 have been cancelled by Applicant. Claims 30-50 
have been withdrawn as being drawn to non-elected inventions. 

3. Claim 26 is pending and will be examined on the merits. 

Claim Rejections Maintained - 35 USC §112 

4. The following is a quotation of the first paragraph of 35 U.S. C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

5. The rejection of Claim 26 under 35 U.S.C. 1 1 2, first paragraph, as failing to 
comply with the written description requirement is maintained for the reasons of record. 
The claim(s) contains subject matter which was not described in the specification in 
such a way as to reasonably convey to one skilled in the relevant art that the 
inventor(s), at the time the application was filed, had possession of the claimed 
invention. 

6. Claim 26 is drawn to polypeptides having a sequence that is at least 70% 
homologous to any of SEQ ID NOs: 1 -6. 

7. As stated in the previous office action, the Applicant has not provided adequate 
written description of any identifying characteristics, physical or chemical properties, or 
a correlation between function and structure of the claimed 70% homologous to SEQ ID 
NOs 1-6 polypeptides. Applicants argue that "the specification discloses methods for 
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carrying out sequence alignments which can be used to identify bispecific constructs 
which are at least 70% homologous to the CD3 and CD19 binding construct depicted in 
SEQ ID NOs: 1-6". This argument has been carefully considered but not found 
persuasive. Applicants have not provided specific detail on which amino acids are 
necessary for binding to CD19. Although the specification provides screening methods 
for altering amino acids of the claimed polypeptide, one of ordinary skill in the art, based 
on the guidance provided in the specification, would not know which amino acids are 
essentially for antigen binding and which amino acids could be altered. Therefore, the 
specification does not provide for sufficient written description to reasonably convey to 
one skilled in the relevant art that the inventors, at the time the application was filed, 
Applicant had possession of a reasonable number of sequences which are 70% 
homologous to SEQ ID NO:1 , which retain the function of binding to CD19. The 
specification only provides adequate written description for 100% homology with SEQ 
ID NOs: 1-6. The rejection of record is maintained. 

8. The rejection of Claim 26 under 35 U.S.C. 1 1 2, first paragraph, because the 
specification, while being enabling for a composition comprising a polypeptide having a 
sequence that is 100% identical to SEQ ID NOs:1-6, does not reasonably provide 
enablement for a composition comprising a polypeptide having a sequence that is at 
least 70% homologous to SEQ ID NOs: 1-6 is maintained for the reasons of record. 

9. Applicants did not provide arguments in the response filed 12/29/2008 to support 
withdrawal of the enablement rejection of record. Therefore the rejection is maintained 
for the reasons of record. 
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Claim Rejections Maintained - 35 USC §102 

1 0. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 1 02 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

1 1 . The rejection of Claim 26 under 35 U.S.C. 1 02(b) as being anticipated by Dorken 
et al. (US Patent 71 12324) is maintained for the reasons of record. 

12. The claim is drawn to a composition comprising a polypeptide comprising at least 
two antigen binding sites, wherein said at least two antigen binding sites are located on 
a single polypeptide chain and wherein one antigen binding site specifically binds the 
human CD3 antigen and the other binding site specifically binds to the human CD19 
antigen comprising SEQ ID NO:1 , said polypeptide having both monomeric and 
multimeric form and wherein the multimeric form of said polypeptide constitutes no more 
than 5% of the total weight of the combined monomeric and multimeric forms of said 
polypeptide. 

13. Dorken et al. teach "single-chain multifunctional polypeptides comprising at least 
two binding sites specific for the CD19 and CD3 antigen" (see Abstract). Dorken et al. 
teach a polypeptide with binding sites specifically to human CD19 antigen and wherein 
said polypeptide has a sequence that is 100% homologous to SEQ ID NO: 1 . The 
limitation recited in the claims wherein said polypeptide constitutes no more than 5% of 
the total weight of the combined monomeric and multimeric forms of said polypeptide 
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are described in the specification to be achieved through methods of "enrichment" 
involving resolution ion-exchange HPLC, high resolution size exclusion 
chromatography, gel purification, etc (see specification p.12-13). Dorken et al. disclose 
methods of purification involving "imidazole gradient", gel filtration (see Fig. 14 legend), 
cation exchange chromatography (see fig. 12 legend), gel electrophoresis (see Fig. 1 1 
legend), etc. Based on the teachings provided in the instant specification, the methods 
of purification taught by Dorken et al. would result in a polypeptide constituting no more 
than 5% of the total weight of the combined monomeric and multimeric forms of said 
polypeptide. 

14. Applicants argue the purification method described in Example 6 of Dorken et al. 
would dissociate all the multimeric proteins into monomeric proteins and therefore 
Dorken et al. does not anticipate the claimed polypeptide. Applicants argue that the 
claimed polypeptide with the ratio of monomeric to multimeric proteins is obtained by 
the inventive processes of the present invention and only through these processes are 
the skilled artisan able to separate the monomeric and multimeric form of the bispecific 
antibody constructs and to obtain the mixture with the claimed ratio. These arguments 
have been carefully considered but not found persuasive. 

15. Dorken et al. disclose several different methods of purifying the bispecific 
antibody construct. The instant claim is drafted in the product-by-process format. As 
stated in the previous office action and restated above, the process described in the 
specification to obtained the desired ratio of monomeric to multimeric is achieved 
through methods of "enrichment" involving resolution ion-exchange HPLC, high 
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resolution size exclusion chromatography, gel purification, etc (see specification p.1 2- 
13). Although, the references do not describe the production of the molecule using the 
methods identical to that is recited in claim, Dorken discloses the polypeptides of the 
present invention can be purified according to standard procedures of the art including 
column chromatography as described in the instant specification. The rejection of 
record is therefore maintained. 



Conclusion 

10. Claim 26 is rejected. 

11. No Claim is allowed. 

12. THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 .136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 

1 3. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to MEERA NATARAJAN whose telephone number is 



Application/Control Number: 10/580,660 Page 7 

Art Unit: 1643 

(571)270-3058. The examiner can normally be reached on Monday-Thursday, 9:30AM- 
7:00PM, ALT. Friday. EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Larry Helms can be reached on 571-272-0832. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

MN 

/Larry R. Helms/ 

Supervisory Patent Examiner, Art Unit 1643 



